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DETAILED ACTION 

This Office Action is in response to the amendment filed November 16, 2009. Claims 2- 
18 are pending. Claims 2-12 and 18 are under consideration in the instant office action . 

Claims 13-17 remain withdrawn from further consideration pursuant to 37 CFR 1.142(b) as 
being drawn to a nonelected invention, there being no allowable generic or linking claims. 

Request for continued examination 

A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1 . 1 7(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.1 14. Applicant's submission filed on 1 1/16/09 has been entered. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
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invention was made in order for the examiner to consider the applicability of 35 U.S. C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness 

Claims 2-12 and 18 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Gai et al. (CN1273114, IDS reference) in view of Su et al. (US Patent 4,968,675). 

Applicant Claims 

Applicant claims a panax notoginseng saponins intravenous injection composition 
prepared by the steps recited in instant claim 18.The dependent claims thereof recite 
concentration of saponins, amount and types of iso-osmotic solution, and amount and types of 
pH-stabilizers. 

Note: Instant claim 18 is written in a product-by-process format. The examiner takes the 
position that from the steps that are recited in the claim the structure of the claimed product is not 
different from the prior art product. The examiner notes that out of the steps recited filtering and 
boiling the solution may structurally change the composition. However, Gai et al. as set forth 
below clearly also teach filtering of the notoginseng saponin solution. Moreover, the 
compositions of the instantly claimed invention, for example, the examples applicant 
incorporated in the original specification experiments 1-5 (pages 4-7) clearly show that 
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applicant's process includes boiling and also pasteurization at 1 10 °C. The incorporation of both 

the boiling and pasteurization steps in applicant's disclosure is sufficient evidence that the 

compositions are not structurally affected either by boiling or pasteurization. As a result, the 

inclusion of the boiling steps by Gai et al. would not result in a structurally different product. 

With respect to the other steps, for example, mixing the notoginseng saponin powder with a 

diluted iso-osmotic solution, adding pH stabilizer, and making a diluted final product to a certain 

concentration would not result in a structurally different product because regulating pH and 

diluting the concentrated powder are clearly taught by Gai et al. as set forth below. Additionally, 

the incorporation of an iso-osmotic solution is rendered obvious by the combination teachings of 

Gai et al. and Su et al. Therefore, the product as instantly claimed is obvious and the steps recited 

in the claim would not result in a structurally different product. The examiner also points to a 

more depth explanation as set forth below in the body of the rejection. 

Determination of the Scope and Content of the Prior Art (MPEP §2141. 01) 

Gai et al. teach an injection containing saponin powder of notoginseng, and water 

wherein the pH is regulated (see abstract). Gai et al. teach a refined injection is prepared through 

decocting notoginseng twice; merging filtrates, concentrating, adding alcohol; filtering by resin 

column then cold storage; recovering alcohol; filtering with Millipore filter membrane, 

regulating pH, concentrating, and drying to obtain total saponin powder of notoginseng; mixing 

it with the injection water, regulating pH value; boiling the solution, adding activated carbon; 

filtering and fine-filtering to obtain the product (see abstract). 

Ascertainment of the Difference between Scope the Prior Art and the Claims 
(MPEP §2141.012) 
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Gai et al. do not teach the inclusion of an iso-osmotic solution. Gai et al do not teach how 
the pH of the injection is regulated. Gai et al do not specify concentration of the components. 
These deficiencies are cured by Su et al. 

Su et al. teach a parenteral pharmaceutical composition comprising an active ingredient, 

citric acid, sodium citrate, sodium chloride, and water (column 1, lines 38-49). The concentration 

of sodium citrate is 0.05-6.4 mM (column 1, line 45). The examiner calculates that this 

corresponds to a sodium citrate concentration of 0.01 1 8-1 .5 mg/ml assuming disodium citrate. 

The sodium chloride concentration is 3-5 mg/ml (column 1, line 46). The sodium citrate/citric 

acid is used to optimize pH and the sodium chloride is used to optimize osmolality of the 

composition (column 1 line 66-column 2 line 2). 

Finding of Prima Facie Obviousness Rationale and Motivation 
(MPEP §2142-2143) 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made to stabilize the pH of a pharmaceutical composition for intravenous injection 
using, e.g., sodium citrate, because it is a known physiological buffer. In the case where the 
claimed ranges "overlap or lie inside ranges disclosed by the prior art" a prima facie case of 
obviousness exists In re Wertheim, 541 F.2d 257, 191 USPQ 90 (CCPA 1976); In re Woodruff 
919 F.2d 1575, 16 USPQ2d 1934 (Fed. Cir. 1990). Furthermore, differences in concentration 
will not support the patentability of subject matter encompassed by the prior art unless there is 
evidence indicating such concentration is critical. "[WJhere the general conditions of a claim are 
disclosed in the prior art, it is not inventive to discover the optimum or workable ranges by 
routine experimentation." In re Aller, 220 F.2d 454, 456, 105 USPQ 233, 235 (CCPA 1955). 
Optimization of the concentration of the buffer is within the purview of the skilled artisan. The 
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skilled artisan would have been motivated to buffer the pH because unbuffered parenteral 
pharmaceutical compositions can cause hemolysis (Su et al., column 1 lines 61-63). The skilled 
artisan would have had a reasonable expectation of success in combining Gai et al. and Sui et al. 
because Su et al. teach the use of sodium citrate to buffer the pH of a parenteral pharmaceutical 
composition (column 1, lines 61-63) and Gai et al. teach regulating the pH of the solution. 
Additionally, "[E]ven though product-by-process claims are limited by and defined by the 
process, determination of patentability is based on the product itself. The patentability of a 
product does not depend on its method of production. If the product in the product-by-process 
claim is the same as or obvious from a product of the prior art, the claim is unpatentable even 
though the prior product was made by a different process." In re Thorpe, 777 F.2d 695, 698, 
227 USPQ 964, 966 (Fed. Cir. 1985) 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made to include an iso-osmotic solution in a parenteral pharmaceutical 
composition because the osmolarity of the aqueous pharmaceutical composition might otherwise 
be significantly lower than blood. Similarly, a prima facie case of obviousness exists where the 
claimed ranges and prior art ranges do not overlap but are close enough that one skilled in the art 
would have expected them to have the same properties. Titanium Metals Corp. of America v. 
Banner, 778 F.2d 775, 227 USPQ 773 (Fed. Cir. 1985). Optimization of the concentration of the 
iso-osmotic solution is within the purview of the skilled artisan. The skilled artisan would have 
been motivated to adjust the osmolarity of the parenteral pharmaceutical composition using, e.g., 
sodium chloride in order to avoid hypotension (Su et al., column 1 line 65-column 2, line 2). The 
skilled artisan would have had a reasonable expectation of success in adjusting the concentration 
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of the iso-osmotic solution because Su et al. teach the use of sodium chloride to adjust the 
osmolarity of a parenteral pharmaceutical composition (column 1 line 65 -column 2, line 2). 
Additionally, "[E]ven though product-by-process claims are limited by and defined by the 
process, determination of patentability is based on the product itself The patentability of a 
product does not depend on its method of production. If the product in the product-by-process 
claim is the same as or obvious from a product of the prior art, the claim is unpatentable even 
though the prior product was made by a different process." In re Thorpe, 777 F.2d 695, 698, 
227 USPQ 964, 966 (Fed. Cir. 1985) 

In light of the forgoing discussion, one of ordinary skill in the art would have concluded 
that the subject matter defined by the instant claims would have been obvious within the 
meaning of 35 USC 103(a). 

Therefore, the invention as a whole would have been prima facie obvious to one of 
ordinary skill in the art at the time the invention was made, as evidenced by the references, 
especially in the absence of evidence to the contrary. 

Response to Applicants Remarks 

Applicant's arguments filed on 1 1/16/09 have been fully considered but they are not 
persuasive. Applicants assert that there is no basis for turning to the teachings of Su et al. to 
address the deficiencies of Gai et al. The examiner reminds applicant that the rejection is based 
on the combined teachings of Gai et al. and Su et al. In response to applicant's arguments against 
the references individually, one cannot show nonobviousness by attacking references 
individually where the rejections are based on combinations of references. See In re Keller, 642 
F.2d 413, 208 USPQ 871 (CCPA 1981); In re Merck & Co., 800 F.2d 1091, 231 USPQ 375 
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(Fed. Cir. 1986). The examiner brought Su et al. in the rejection for curing the deficiencies of 
Gai et al. for not teaching the inclusion of an iso-osmotic solution, how the pH of the injection is 
regulated, and for not specifying concentration of the components not for the saponin powder of 
notoginseng. For Su et al. to be an appropriate prior art, Su et al. do not necessarily have to teach 
the saponin powder of notoginseng. Because Su et al. teach the use of an iso-osmotic solution 
and pH regulator and their concentrations in formulating similar pharmaceutical formulation, it 
would have been obvious to one of ordinary skill in the art to apply the teachings of Su et al. to 
the composition of Gai et al. Although the compound taught by Su et al. is not the same as the 
instantly claimed compound (i.e. the compound taught by Gai ct al.), it is sufficiently similar as 
to provide valuable and relevant guidance to the skilled artisan in determining the types and 
amounts of buffers to use. Moreover, the teachings of Su et al. also lead the skilled artisan to 
include sodium chloride to adjust the osmolality. Applicant also asserts that Gai et al. includes a 
boiling step, however, the compositions of the instantly claimed invention are not heated during 
preparation. This is not found persuasive because the compositions of the instantly claimed 
invention, for example, the examples applicant incorporated in the original specification 
experiments 1-5 (pages 4-7) clearly show that applicant's process includes boiling and also 
pasteurization at 1 10 °C. The incorporation of both the boiling and pasteurization steps in 
applicant's disclosure is sufficient evidence that the compositions are not structurally affected 
either by boiling or pasteurization. As a result, the inclusion of the boiling steps by Gai et al, 
would not result in a structurally different product. Furthermore, although boiling and 
pasteurization are not strictly synonyms, pasteurization according to Merriam- Webster's Online 
Dictionary is the partial sterilization of a substance and especially a liquid (as milk) at a 
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temperature and for a period of exposure that destroys objectionable organisms without 
major chemical alteration of the substance. Therefore, boiling constitutes a means of 
pasteurization. Moreover, the boiling/pasteurization is not expected to result in any 
structural differences in the composition and therefore is a process limitation which does 
not further limit the scope of the invention. With regard to the pH stability of the 
compositions, the examiner has pointed out Gai et al. teach the regulation of pH, although the 
means and the final pH are not cited in the abstract. Therefore, even without the teachings of Su 
et al, the regulation of pH is known and taught by Gai ct al. Use of a physiological buffer for 
such a regulation would have been obvious to the skilled artisan since the composition of Gai et 
al. is designed for injection. The examiner further notes that the optimization of pH is within the 
purview of the skilled artisan and is, therefore, both obvious and reasonably expected to succeed. 
The teachings of Su et al. provide sufficient guidance to the skilled artisan to add appropriate 
physiological buffer and sodium chloride to the composition of Gai et al. since the compounds 
taught by Gai et al. and Su et al. are related steroid derivatives. By simply optimizing the pH and 
concentrations of buffer and salt, the skilled artisan would obtain pH stable composition. In light 
of the forgoing discussion, one of ordinary skill in the art would have concluded that the subject 
matter defined by the instant claims would have been obvious within the meaning of 35 USC 
103(a). Therefore, the invention as a whole would have been prima facie obvious to one of 
ordinary skill in the art at the time the invention was made, as evidenced by the references, 
especially in the absence of evidence to the contrary. 

Conclusion 
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Claims 2-12 and 18 are rejected, while claims 13-17 remain withdrawn. Claim 1 is 
cancelled. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to TIGABU KASSA whose telephone number is (571)270-5867. 
The examiner can normally be reached on 9 am-5 pm Monday-Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Yvonne P. Eyler can be reached on 571-272-0871 . The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

TigabuKassa 12/11/09 
/YVONNE L. EYLER/ 
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